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Description
FIELD OF THE INVENTION

[0001] The present invention relates generally to
wound healing. In particular, the presentinvention relates
to a pharmaceutical composition comprising C7, mini-
C7, or a variant thereof for use in methods for healing
wounds, and improving the appearance of photo-aged
and photo-damaged skin.

BACKGROUND OF THE INVENTION

[0002] Healing woundsin human skinsis a major med-
ical problem, particularly in the elderly patient population.
According to the Wound Healing Society, about 15% of
older adults suffer from chronic, hard-to-heal wounds [l].
It is also estimated that about 18% of diabetic patients
over the age of 65 years will have chronic, non-healing
skin ulcers [2]. To improve the healing process, research-
ers have been considering topically applying epidermal
growth factor as a promising therapy. This therapy has
been shown to accelerate wound closure of acute
wounds in patients [3-5]. However, due to the high cost
and other practical considerations, this strategy has not
been commercially viable as a general solution for wound
healing. So far, only platelet-derived growth factor has
been approved by the Federal Drug Administration for
treatment of non-healing diabetic foot ulcers. Even with
this therapy, practitioners have found it to be limiting and
not always successful. One difficulty associated with the
topical application of growth factors is that the wound bed
is often laden with proteolytic enzymes which tend to de-
grade and nullify the applied agent.

[0003] Toinvestigate better approaches of skin wound
healing, various models of skin diseases have been
used. In particular, a genetically inherited skin disease
known as Dystrophic forms of Epidermolysis Bullosa
(DEB) in children has provided valuable insights.
[0004] DEB s anincurable genetic disease caused by
a gene defect in the gene that encodes for type VIl col-
lagen. Children who suffer from DEB are born with skin
fragility, blistering, and repeated wounding and healing
of their skin wounds [6]. In these children, their wounds
will typically heal with fibrosis, scarring, and small epi-
dermal inclusion cysts called milia. Because the outer
epidermal layer of the DEB patient adheres poorly to the
underlying dermal connective tissue, even the slightest
trauma will cause epidermal-dermal disadherence.
Therefore, DEB patients suffer from chronic skinwounds.
Studies have found that the poor skin adherence is due
to a defect in the gene which encodes for type VIl (an-
choring fibril) collagen (C7); a protein that serves to an-
chor the epidermis onto the dermis [7,8].

[0005] Atthe molecularlevel, C7 is composed of three
identical alpha chains, each consisting of a 145-kDa cen-
tral collagenous triple-helical segment, flanked by a large
145-kDa amino-terminal, non-collagenous domain

10

15

20

25

30

35

40

45

50

55

(NC1), and a small 34-kDa carboxyl-terminal non-colla-
genous domain (NC2) [9,10]. Within the extracellular
space, C7 molecules form antiparallel dimers which ag-
gregate laterally to form anchoring fibrils. In normal skin,
C7 forms anchoring fibrils ranging from about 200 - 700
nm in size that emanate from epidermal-dermal junction
(EDJ) and extend perpendicularly down into the papillary
dermis. In DEB patients, the EDJ is characterized by a
paucity of normal anchoring fibrils. Based on the under-
lying etiology of the disease, one logical approach for
treating the disease is to correct the genetic defect
through gene therapy.

[0006] There are several recent studies related to ex
vivo gene therapy for DEB. In the study by Oritz-Urda et
al., COL7A1 cDNA was successfully and stably integrat-
ed into C7-null keratinocytes from recessive DEB
(RDEB) patients using a phi C31 integrasebased non-
viral gene transfer approach. By transplanting a human
skin equivalent comprising these gene-corrected cells
onto severe combined immunodeficient (SCID) mice,
they showed that many of the RDEB features were cor-
rected after gene transfer [11].

[0007] In another study by the inventors of the present
invention, a minimal lentiviral vector was developed to
express C7 in RDEB keratinocytes and fibroblasts (in
which C7 was absent). This construct was subsequently
used to demonstrate the reversion of the RDEB cellular
phenotype [12]. In this experiment, the gene-corrected
RDEB cells and native un-corrected RDEB cells were
used to create a composite human skin equivalent which
was then transplanted onto SCID mice. It was shown that
the transplanted human skin made with the gene-cor-
rected RDEB cells (but not the control un-corrected
RDEB cells) exhibited C7 at the EDJ and the RDEB skin
phenotype was corrected. Moreover, in the skin equiva-
lents composed of gene-corrected (but not gene-uncor-
rected) cells, the transgene-derived C7 also created an-
choring fibril structures that were correctly organized into
the basement membrane zone (BMZ) lying between the
epidermis and dermis.

[0008] However, this type of ex vivo approach requires
transplantation of gene-corrected cells onto surgically
prepared sites of the patient’s skin. The experience of
using cultured keratinocyte autografts for transplantation
onto human wounds had shown that this technology is
often fraught with technical difficulties and poor graft take.
Therefore, although this ex vivo type of therapy (i.e. gene
correcting cells in culture and then transplanting them
back as skin equivalents onto the DEB patient) is theo-
retically possible, the technical hurdles make it in-effi-
cient, logistically difficult, expensive, labor-intensive and
of limited efficacy.

[0009] As an alternative approach, a more straightfor-
ward "direct in vivo gene therapy" was developed. With
this approach, DEB wounded skin is directly injected
through intradermal injection with gene-corrected RDEB
fibroblasts. The gene-corrected intradermally injected
cells then set up residence in the DEB skin and synthe-
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size and secrete C7 which is lacking in the DEB skin.
Surprisingly, the secreted C7 in the extracellular dermal
tissue, binds to the BMZ of the DEB skin and correctly
organizes into anchoring fibril structures. Now, the DEB
skin which previously lacked C7 and anchoring fibrils,
now has these elements and the DEB skin phenotype is
corrected. The poor epidermal-dermal adherence is now
corrected. This is called "cell therapy" for DEB by the
inventors. The inventors also showed that the same
events would occur if they intradermally injected full-
length or "mini-C7" into DEB skin, the injected C7 would
bind to the BMZ of the DEB skin and form correctly-or-
ganized anchoring fibrils and correct the DEB skin phe-
notype. The inventors called this "protein therapy" for
DEB.

[0010] Full-length C7 contains a 39 amino acid inter-
ruption in the helical sequence which forms site that is
highly susceptible to degradation by protease. The mini-
C7 was designed by the inventors to contain the intact
non-collagenous domains, NC1 and NC2, and half of the
central collagenous domain. By excluding the 39 amino
acid interrupt, this mini-C7 is made highly stable. The
enhanced stability of mini-C7 over native C7 may better
withstand proteolytic digestion in RDEB wounds and pro-
vide a more sustained gene product in patients. The in-
ventors have shown that the mini-C7 is highly resistant
to proteolytic digestion and yet when injected into DEB
skin behaves identically to the full-length C7 in that it will
bind to the BMZ, create new anchoring fibril structures
and correct the DEB skin phenotype. Thirdly, the inven-
tors showed that rather than intradermally injecting
RDEB gene-corrected cells or C7 itself into DEB skin,
they could inject simply into the DEB skin the lentiviral
vector expressing either the full-length C7 or mini-C7. In
this case, the exogenously injected vector was taken up
by the endogenous dermal fibroblasts within the dermis
of the DEB skin. These endogenous fibroblasts which
previously lacked the ability to make C7 or mini-C7, now
could synthesize and secrete these large proteins into
the dermal extracellular environment. There, the C7 or
mini-C7 homed to the BMZ of the DEB skin, organized
into anchoring fibril structures and corrected the DEB skin
phenotype. The inventors called this "vector therapy" for
DEB [13-16, the relevant portions thereof are incorporat-
ed herein by reference].

[0011] In recent experiments, the inventors have
shown that the intradermal approach is highly efficient if
the agents are delivered in the high papillary dermis using
a 30 guage needle with the bevel oriented upward, using
avolume between 2 microliters and 2 milliters and inject-
ed into four quadrants of DEB skin between 1 x 1 cm and
6 x 6 cm.

[0012] In a more recent study, the investigators eval-
uated the feasibility of protein therapy in a C7 null DEB
mouse which recapitulates the clinical and ultrastructural
features of human RDEB. The investigators intradermal-
ly injected purified human C7 (into the new born DEB
mice with severe skin blistering and fragility and found
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that the injected human C7 transported and stably incor-
porated into the mouse’s BMZ and formed anchoring fi-
brils. The restoration of C7 corrected the DEB murine
phenotype as demonstrated by decreased skin fragility
and blistering, reduced new blister formation and marked
prolonged survival.

[0013] Chen, M. etal. (Chen, M. et al., The Journal of
Investigative Dermatology, Vol. 126, Suppl. 1, 28, No.
165), disclose the use of C7 in wound healing by intra-
venous injection.

[0014] Despite the above mentioned advances, there
are still no effective methods for treating DEB. Because
patients with severe DEB have widespread lesions and
multiple wounds spanning large areas of trauma-prone
sites such as the sacrum, hips, feet, mouth, scalp, lower
back and hands, the treatment of such DEB patients via
any of the three above outlined direct intradermal injec-
tion approaches would require numerous injections into
multiple wound sites. Accordingly, intradermal injections
of the therapeutic agents outlined above (gene-corrected
cells, recombinant forms of C 7 or C7 expressing vectors)
would require site-specific treatment of each and every
wound by one or more intradermal injections. While this
is doable, such a cumbersome method of treatment still
leaves much to be desired. It would be ideal to offer pa-
tients with DEB or patients with multiple wounds a single
therapy that will require only a single route of delivery but
that will "home" to all of the wounds automatically upon
delivery to correct the skin wounds located at scattered
sites.

[0015] Therefore, there still exists a great need for bet-
ter method of treating skin wounds in general and DEB
in particular.

SUMMARY OF THE INVENTION

[0016] Accordingly, itis an object of the present inven-
tion to provide effective methods and therapeutic agents
for treating DEB that avoids the problems of other meth-
ods in the art.

[0017] Itis a further object of the present invention to
provide a method that is generally applicable to promote
healing of all skin wounds that has the characteristics of
being safe, effective, and easy to administer.

[0018] These and otherobjects of the presentinvention
are realized through the surprising discovery that C7,
mini-C7, and variants thereof have the ability to "home"
to wound sites without requiring a delivery vehicle such
as a genetically engineered fibroblast. In light of the dif-
ficulties in treating DEBS5 this discovery provides a basis
for methods and therapeutic agents that can promote
wound healing in DEB patients without the limitations of
the existing methods in the art. Because the wound heal-
ing property of C7 is not only limited to patients suffering
from DEB, the present invention is also applicable gen-
erally to all types of skin wound healing.

[0019] Therefore, in one aspect, the present invention
provides a pharmaceutical composition comprising C7,
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mini-C7, or a variant thereof for use a method for treating
and accelerating skinwound healingin a subject, wherein
said pharmaceutical composition is administered by top-
ical application.

[0020] In a further embodiment of the present inven-
tion, the method of treating or accelerating wound healing
in a subject may further comprise method steps that uti-
lize a wound site targeting vehicle such as a genetically
engineered fibroblast. In this manner, combinations of
topical application of C7 and IV injection of fibroblasts
may synergistically serve to enhance the outcome of the
treatment. This can be understood by recognizing the
fact that directly applied C7 and variants thereof are sub-
ject to the host's metabolism and will require repeated
application whereas genetically engineered fibroblasts
will constantly secret C7 and other beneficial agents for
as long as it survives in the host. Therefore, a method
combining both approaches may benefit from the imme-
diate bioavailability of direct application while still enjoy-
ing the constant and extended release of pharmaceuti-
cally active agents through gene product expression of
genetically engineered fibroblasts.

[0021] Other aspects and advantages of the invention
will be apparent from the following description and the
appended claims.

BRIEF DESCRIPTION OF THE DRAWINGS
[0022]

Figure 1 shows immunofluorescent images of skin
C7 staining on wound or unwound sites of mice IV
injected with C7 and various other proteins.

Figure 2 shows immunofluorescent images of C7
distribution in various organs of a mouse after IV C7
injection.

Figure 3 shows that IV injected C7 promoted wound
healing in mouse skin.

Figure 4 shows that topical application of C7 enhanc-
es wound healing in mice.

Figure 5 shows that topical application of Mini-C7
enhances wound healing in mice.

DETAILED DESCRIPTION

[0023] A method of delivering C7 to the wound sites
by using a genetically modified fibroblast as a delivery
vehicle has been disclosed. In this invention, it was fur-
ther discovered that C7, mini-C7, and variants thereof
are capable of "homing" to wound sites without the need
of a delivery vehicle.

[0024] Based on this discovery, the inventors of the
presentinvention have developed methods for correcting
the pathological condition of DEB, which is an incurable
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disease of children due to a genetic defect in the gene
that encodes for type VII collagen. Methods in accord-
ance with embodiments of the present invention are easy
to operate, effective and do not suffer from the common
problems of other methods in the art.

[0025] New modalities of therapeutic methods and
agents based on the discovery of the present invention
as outlined herein are clearly advantageous to other ap-
proaches of DEB gene-therapy in the art. For example,
based on previous observations that gene- corrected
RDEB keratinocytes alone can be used to restore C 7
expression and anchoring fibril formation in vivo [11,12],
grafting gene-corrected keratinocytes to the wounded
sites was proposed. Although grafting gene-corrected
epidermal autografts onto RDEB patients may be feasi-
ble, the procedure has many technical problems similar
to those encountered when transplanting epidermal
autografts onto burn wounds. Among the numerous tech-
nical difficulties, the degree of autograft take has been a
major concern since approximately 40% of cultured ep-
idermal autografts transplanted onto burn wounds do not
take. Furthermore, the grafting procedure requires sur-
gical excision of the patient’s skin down to fascia for op-
timal autograft take [20-22]. As such, pain, immobilization
of the patient, scarring, extensive wound care, and other
potential morbidity issues severely limit the success of
this strategy.

[0026] As an alternative approach, the direct intrader-
malinjection of gene-corrected RDEB fibroblasts, recom-
binant C7, or lentiviral vectors expressing C7 for the cor-
rection of DEB was proposed. It had been shown that
the intradermal injection of various therapeutic agents
including cells, proteins, or lentivectors into intact RDEB
skin stably restored C7 expression and anchoring fibrils
at the BMZ and resulted in correction of the RDEB dis-
ease features. This approach was more advantageous
over grafting thin-cultured epidermal autografts onto
wounds because no surgery or grafting was required
[13-16]. However, the small diffusion radius of intrader-
mally injected agents and the inaccessibility of some sites
such as the esophagus severely limit the applicability of
intradermal injection therapies. Patients with general-
ized, extensive blistering wounds would require many
intradermal injections at multiple sites. These issues
pose practical and logistical concerns for the clinical use
of intradermal injections for RDEB patients or patients
with multiple wounds.

[0027] Further to the discovery that IV injected fibrob-
lasts can specifically traffick to wounded skin, synthesize,
and deposit human C7 at the newly formed BMZ of the
host’s skin, it was also found that C7, mmi-C7, and var-
iants thereof also have the ability to "home" specifically
to wound sites.

[0028] Accordingly, in one aspect, the present inven-
tion provides a pharmaceutical composition comprising
C7, mini-C7, or a variant thereof for use in a method for
treating or promoting healing of a skin wound in a subject,
wherein said pharmaceutical composition is adminis-
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tered by topical application.

[0029] Further described herein is that the step of ad-
ministering can be performed by any conventional or fu-
ture developed means of delivering the pharmaceutical
composition to the subject. Those skilled in the art will
recognize that selection of the particular method for ad-
ministering the pharmaceutical composition will depend
on the specific embodiment of the pharmaceutical com-
position. For example, in cases where the pharmaceuti-
cal composition is in the form of a cream, an appropriate
method of administering the composition would be to ap-
ply the composition topically to the subject. Other exem-
plary methods of administering the pharmaceutical com-
position may include intravenous injection, , intradermal
injection, or any other means of administering a pharma-
ceutical composition commonly known in the art.
[0030] For the purpose of the present invention, the
pharmaceutical composition may be formulated in any
form commonly known in the pharmaceutical art. For ex-
ample, C7, and mini-C7 may be formulated as injectable
liquid solutions, topical creams, rehydratable powder, en-
capulsated in microcapsules for extended release, inhal-
able fine particles, or as biosorbable patches. Numerous
additives may also be suitably and beneficially added
without affecting the effectiveness of the proteins. For
example, a stabilizing agent may be added in a compo-
sition containing C7 to protect C7 from being degraded
by proteases.

[0031] In some embodiments, the present invention
may further comprise genetically engineered fibroblasts.
Fibroblast cells may be genetically engineered to over-
express certain proteins beneficial to wound healing, in-
cluding C1, mini-C7, and other small growth factors. Fur-
ther described herein is thatthe combination of Cell Ther-
apy and Protein Therapy will further enhance the effec-
tiveness of the treatment to suit different treatment re-
quirements. In other words, molecularly engineered fi-
broblasts that synthesize and express C7, mini-C7, type
| collagen, type lll collagen, type XVII collagen, a small
growth factor, a variant thereof, and combinations there-
of, may be administered in several ways depending upon
the patient’s condition and number of wounds. Exemplary
small growth factors may include epidermal growth factor
(EGF), transforming growth factor alpha (TGF alpha),
transforming growth factor beta (TGF beta), platelet de-
rived growth factor (PDGF), or a combination thereof.
These administration methods would include intrave-
nous administration, topical administration, intradermal
administration, and oral ingestion. For example, if the
patient was a severe DEB patient with hundreds of
wounds, the patient would likely be treated with intrave-
nous recombinant C7 collagen in the short-run and then
followed with intravenous injection of engineered fibrob-
lasts later. If, on the other hand, the patient only had one
or two lesions, the clinician would likely opt for topical or
intradermal C7 treatment.

[0032] Ingeneral, methods in accordance with embod-
iments of the presentinvention are notlimited to just treat-
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ing skin wounds or genetic skin disorders, but are pref-
erably suited to accelerate would healing in all types of
wounds including chronic skinwounds, wounds caused
by spinal cord injuries and strokes, or diabetes, but are
not limited thereto. Exemplary chronic wounds may in-
clude stasis dermatitis leg ulcers, pressure decubitus ul-
cers, and diabetic trophic ulcers. Application for certain
internal organ wounds and aging related skin damage or
degradation may also be treated. For example, inflam-
matory bowel diseases, muscles, ligaments, photo-aging
of skin etc. are also contemplated.

[0033] Havinggenerally described this invention, a fur-
ther understanding can be obtained by reference to the
accompanying Figures and the following detailed expla-
nations of the Figures.

[0034] Referring first to Figure 1, there is shown the
result of an experiment in which human C7 is injected
intravenously to athymic nude mouse that had been
wounded on the back by a standard 1cm by 1cm full-
thickness wound.. It was found that human C7 homed to
the skin wound and incorporated into the mouse’s regen-
erated BMZ. Figure 1A shows immunofluorescence
staining of the mouse’s skin after 1V injection of various
proteins was performed with antibodies specific for hu-
man C7 at 2 weeks after the injection. Note that the IV
injected C7 (panel A) homed and incorporated into the
mouse’s regenerated BMZ in wounded sites, but not in
un-wounded sites (panel B). Further, there was no hu-
man C7 detected in mice who were injected with laminin
1 or PBS (panels C and D). This demonstrates that IV
injected C7 is capable of homing to wound sites and pro-
mote wound healing.

[0035] Figure 1B shows dose-dependent deposition
of human C7 at the mouse’s BMZ after IV injection with
C7. Immunofluorescence staining with an antibody spe-
cific for human C7 was performed on healed mouse skin
wounds after the animals were injected with 30 ng (A),
60 ng (B), and 120 pg (C) of C7 respectively. Note the
dose-dependent increase in the deposition of human C7
atthe mouse BMZ. This resultindicates that C7 willhome
and become accumulated at the wound site.

[0036] Refer now to Figure 2, there is shown the dis-
tribution of 1V injected C7 found in various organs. Four
weeks after IV injection of human C7, necropsies were
performed on the mice (n = 20 mice) and tissue sections
obtained from brain, kidney, liver, lung, spleen, heart,
smallintestine, and healed skin were subjected to immu-
nostaining using an antibody specific for human C7. Note
that the injected C7 was readily detected in the BMZ of
the wounded mouse’s skin, but not in any other organs.
[0037] Figure 3 shows a time course comparison of
wound healing in two mice, one treated with C7, the other
treated with PBS. In this experiment, a 1.0-cm? (1cm x
1cm) square full-thickness excision wound was made on
the mid-back of 8 to 10 week old athymic nude mice and
then injected intravenously 8 hours after wounding with
100 pg human C7 or PBS (n = 10 mice per group). Figure
3A shows a representative image of wounds on mice at
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day 8, 10, 12, and 15. Wound sizes were significantly
reduced in mice injected with C7 compared with mice
that were injected with PBS at 8, 10 and 12 days after
wounding. A graphical comparison of the mean sizes of
the wounds (mean = SD) over the course of 15 days is
shown in Figure 3B. Wound sizes were measured at day
0, 8,10, 12, and 15 post-wounding (n = 10 mice for each
group). From this analysis, the wound healing effect of
C7 is clearly demonstrated.

[0038] Referring now to Figure 4, the effect of applying
C7 topically was also investigated. In this experiment, a
1.0-cm2 (1cm x 1cm) square full-thickness excision
wound was made on the mid-back of 8 to 10 week old
athymic nude mice. Human recombinant C7 (40 n.g) was
applied topically daily for 2 days (n = 10 mice per group).
Figure 4A shows representative images of would sizes
onday 0, 5, 8, 10, 12 and 14. It can be seen from these
images that wound sizes were significantly reduced in
mice topically treated with the cream containing C7 (C7),
but not the cream alone (Con). A graphical comparison
of the mean sizes of the wounds (mean = SD) over the
course of 14 days is shown in Figure 4B. Wound sizes
were measured atday 0, 5, 8, 10, 12 and 14 post-wound-
ing (n = 10 mice for each group).

[0039] Referring now to Figure 5, a similarly experi-
mentasin Figure 4 was conducted using mini-C7 instead
of C7. A 1.0-cm2 (1cm x 1cm) square full-thickness ex-
cision wound was made on the mid-back of 8 to 10 week
old athymic nude mice and human recombinant mini-C7
(40 ng) was applied topically daily for 2 days (n = 10 mice
per group). Figure 5A shows representative images of
wounds on day 0, 5, 8, 10, 12 and 14. Wound sizes were
significantly reduced in mice topically treated with the
cream containing mini-C7 (C7M), but notthe cream alone
(Con). A graphical comparison of the mean wound sizes
(mean = SD) is shown in Figure 5B. Wound sizes were
measured at day 0, 5, 8, 10, 12 and 14 post-wounding
(n =10 mice for each group).

[0040] Comparing Figure 4B to 5B, it can be seen that
the wound healing effect of mini-C7 is qualitatively iden-
tical to C7.

[0041] It will be understood by those skilled in the art
that the foregoing description and Figures are provided
for the sole purpose of illustration only and should not be
construed as limiting. For this reason, the scope of the
present invention is as defined in the accompanying
claims.
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Claims

Pharmaceutical composition comprising C7, mini-
C7, or a variant thereof for use in a method for treat-
ing or accelerating healing of a wound in a subject,
wherein said pharmaceutical composition is admin-
istered by topical application.

The pharmaceutical composition for use according
to Claim 1, wherein said wound is caused by a defect
in a gene that encodes for type VIl collagen.

The pharmaceutical composition for use according
to Claim 1, wherein said pharmaceutical composition
further comprises a genetically engineered fibroblast
that synthesizes and expresses one or more of C7,
mini-C7, type | collagen, type Il collagen, type XVII
collagen, small growth factors or combinations
thereof.

The pharmaceutical composition for use according
to Claim 3, wherein said small growth factor is epi-
dermal growth factor (EGF), transforming growth
factor alpha (TGF alpha), transforming growth factor
beta (TGF beta), platelet derived growth factor
(PDGF), or a combination thereof.

Patentanspriiche

1.

Pharmazeutische Zusammensetzung umfassend
C7, mini-C7 oder eine Variante davon zur Verwen-
dung in einem Verfahren zur Behandlung oder Be-
schleunigung der Heilung einer Wunde in einem
Subjekt, wobei die pharmazeutische Zusammenset-
zung durch topische Anwendung verabreicht wird.

Die pharmazeutische Zusammensetzung zur Ver-
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wendung gemal Anspruch 1, wobei die Wunde
durch einen Defekt in einem Gen verursacht wird,
das fur Typ VII Kollagen kodiert.

3. Die pharmazeutische Zusammensetzung zur Ver- 5
wendung gemaf Anspruch 1, wobei die pharmazeu-
tische Zusammensetzung des Weiteren einen ge-
netisch veranderten Fibroblasten umfasst, der eines
oder mehrere von C7, mini-C7, Typ | Kollagen, Typ
Il Kollagen, Typ XVII Kollagen, kleinen Wachstums- 70
faktoren oder Kombinationen davon synthetisiert
und exprimiert.

4. Die pharmazeutische Zusammensetzung zur Ver-
wendung gemal Anspruch 3, wobei der kleine 15
Wachstumsfaktor epidermaler Wachstumsfaktor
(EGF), transformierender Wachstumsfaktor alpha
(TGF alpha), transformierender Wachstumsfaktor
beta (TGF beta), von Blutplattchen abgeleiteter
Wachstumsfaktor (PDGF) oder eine Kombination 20
davon ist.

Revendications
25
1. Composition pharmaceutique comprenant C7, un
mini-C7, ou un variant de ceux-ci destinée a étre
utilisée dans un procédé de traitement ou d’accélé-
ration de la cicatrisation d’'une plaie chez un sujet,
ou ladite composition pharmaceutique est adminis- 30
trée par une application topique.

2. Composition pharmaceutique destinée a étre utili-
sée selon la revendication 1, ou ladite plaie est pro-
voquée par une anomalie dans un géne qui code 35
pour le collagene de type VII.

3. Composition pharmaceutique destinée a étre utili-
sée selon la revendication 1, ou ladite composition
pharmaceutique comprend en outre un fibroblaste 40
génétiquement modifié qui synthétise et exprime un
ou plusieurs parmi C7, un mini-C7, le collagéne de
type 1, le collagene de type lll, le collagéne de type
XVII, des petits facteurs de croissance ou des com-
binaisons de ceux-ci. 45

4. Composition pharmaceutique destinée a étre utili-
sée selon la revendication 3, ou ledit petit facteur de
croissance est le facteur de croissance épidermique
(EGF), le facteur de croissance transformant alpha 50
(TGF alpha), le facteur de croissance transformant
béta (TGF béta), le facteur de croissance dérivé des
plaquettes (PDGF), ou une combinaison de ceux-ci.

55
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Figure 2
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Figure 3A
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